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This article is second translation of a GRADE series published in the BMJ to create
a highly structured, transparent, and informative system for rating quality of evi-
dence for developing recommendations. The process to develop a guideline, we
should formulate a clear question with specification of all outcomes of importance
to patients. Grading of Recommendations, Assessment, Development and Evaluation
(GRADE) offers four levels of evidence quality: high, moderate, low, and very low
for these patient-important outcomes. Randomized trials begin as high quality
evidence and observational studies as low quality evidence. Although randomized
trials begin as high quality evidence, quality may be downgraded as a result of study
limitations (risk of bias), inconsistency (variability in results), indirectness, impre-
cision (wide confidence intervals), or publication bias. While the quality of evidence
derived from observational studies starts at ‘low” but may be upgraded based on
a very large magnitude of effect, a dose-response gradient, and if all plausible biases
would reduce an apparent treatment effect.

Copyright © 2019, Korean Association of Urogenital Tract Infection and Inflammation. All rights reserved.
This is an open access article distributed under the terms of the Creative Commons Attribution

camre® Non-Commercial License (http://creativecommons.org/licenses/by-nc/4.0) which permits
unrestricted non-commercial use, distribution, and reproduction in any medium, provided the original work is
properly cited.

Received: 30 August, 2019
Revised: 30 August, 2019
Accepted: 30 August, 2019

Correspondence to: Eu Chang Hwang
https://orcid.org/0000-0002-2031-124X
Department of Urology, Chonnam National Uni-
versity Hwasun Hospital, Chonnam National Uni-
versity Medical School, 322 Seoyang-ro, Hwasun-
eup, Hwasun 58128, Korea
Tel: +82-61-379-7747, Fax: +82-61-379-7750
E-mail: urohwang@gmail.com

This article is the secondary publication (complete
translation in Korean) of the article originally pub-
lished in the BMJ in English (GRADE: What is
“quality of evidence” and why is it important to
clinicians? 2008;336:995-8). The Editor-in-Chief of
Urogenital Tract Infection decided to publish this
secondary publication for the reader’s sake, and it
was approved by BMJ. BMJ Publishing Group take
no responsibility for the accuracy of the translation
from the published English language original and
are not liable for any errors that may occur.

GRADE (Grading of Recommendations, & ==& A=A /NdE At GRADE 2l

Assessment, Development and Evalua- WA

tion)' “AHLZ(Quality of Evidence)” o|2t
o||:|:| OIAI-OlAl.o"}" g“ 0'0'|-7|-7

oL i

naxRye
ARAY AYAEe Aac) sigo] He 2A4E L,
(quality of evidence)& H7}st7] Yo it HHES
AREREUT. T2y 4R S BRSkal dEEA] et w29

Zo| dAYYrt

20049 Grading of Recommendations Assessment,
Development and Evaluation (GRADE) Working Group
< A5AR 7EZ o =22 HHES ARbtAsHeH1lL

el 5

64

ol \=iye)
QH}\EI] %E'IE‘:

o o3t
AP ZZ, AAZ o] Bt LA-E H7IE et
HOZA GRADEE ¥otE AYYTH2l.

ol ¥ H(patients), SA(inter-

vention), HZF(comparison) @ A7 Z3¥Houtcomes of
interest) 59 4714 84 %

ZHpHoa omy
S #& P9 EA&(standard Whipple pancreatico-

TIEYHBI

Z%&A(pylorus preserving)

AL

]EE‘



Ho Won Kang, et al. GRADE for Quality of Evidence 65

duodenectomy)d} Hlw& uf, ©7] D 7] APLE, 8,
295 F= 4971 9 9 #iE(gastric emptying)oll oJH®

VS A=A aLF oo .

XA WUX= A Zate] HiY T2k
£ CHFo{optt i},

FA5A AL At i oA FReA 8
g BE 7 ATE BAlskL, A% 753’4*’1] tisto] AAQl
Alcritica)} £ 235FA9F HAA0|R] -2 A(important
but not critical) 22 EF5}ojof 9:]-141:]- [4].

GRADE:= $8=5 WHslr] 93 9dA] =5 ARt
Utk Ao At 7-9= JAFE A (decision making)oll 3101
AR A7 Aolr 4-65F2 YAFEH Y Qlo] F835HA]
T o) R] k2 A7} At AEA YA 1-3552
4 533 FEJYUHFig. 1) 2]

_|>~1

o
~

N

27430 29 o|2 o] T2p7} Wesict

GRADE= HRMS W= IPFoA L7zl Hiet 89

£ AAFEUS. 270l a3l diet B7PF dajtE
STYslE H SEAAE T ol Fole F 71
83 IS 7Y AR, AeAd A ffdsls daet
o] TATES AT 1l Hakjlo] A8EE 2= SES 1Y
sto] ks Ui=of Utk &4, A= vl AAA
£ (systematic review)Zt 52X oA thg = Q&

Importance
of end points
Mortality 9 — 1
Critical for
| Myocardial infarction | 8 —{ [ decision
making
| Fractures | 7 — “
| Pain due to soft tissue calcification 6 — o
Important but
A not critical
for decision
making
4 p— —4
3 —1 Not impt_)rtant
for decision
latul 9 making-
Flatulence of lower
importance
T — - to patients

Fig. 1. Hierarchy of outcomes according to importance to patients to
assess effect of phosphate lowering drugs in patients with renal failure
and hyperphosphataemia. Adapted from the article of Guyatt et al. BMJ
2008;336:995-8 [2].
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Table 1. Factors in deciding on quality of evidence

Factors that might decrease quality of evidence
e Study limitations
® Inconsistency of results
¢ Indirectness of evidence
® Imprecision
® Publication bias
Factors that might increase quality of evidence
e Large magnitude of effect
e Plausible confounding, which would reduce a demonstrated effect
® Dose-response gradient

Adapted from the article of Guyatt et al. BMJ 2008;336:995-8 [2].
See Appendix 1 (complete translate in Korean).
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Appendix 2) [2,4].
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Table 2. GRADE evidence profile for impact of surgical alternatives for pancreatic cancer from systematic review and meta-analysis of randomised
controlled trials in inpatient hospitals of pylorus preserving versus standard Whipple pancreaticoduodenectomy for pancreatic or periampullary

cancer by Karanicolas et al. [9]

Quality assessment

Summary of findings

No of studies

Relative Best estimate

(no. of Study . . . Publication . Absolute effect .
participants) imitations® Consistency Directness  Precision bias (9§§/f,eét|)b) (;fr:)/\tljlggr)izlf (95% CI) Quality
Five year mortality:

3 (229) Serious No important ~ Direct Noimportant Unlikely 0.98 82.5% 20 less/1,000; +++,
limitations  inconsistency imprecision (0.87 t0 1.11) 120 less to 80 more  moderate
(1)
In-hospital mortality:
6 (490) Serious No important ~ Direct Imprecision  Unlikely 0.40 4.9% 20 less/1,000; ++, low
limitations  inconsistency 19 (0.14 to 1.13) (50 less to 10 more)
(1)
Blood transfusions (unit):
5(320) Serious No important Direct  Noimportant Unlikely - 2.45 units  -0.66 (-1.06 t0 -0.25); +++;
limitations  inconsistency imprecision favours pylorus moderate
-1 preservation
Biliary leaks:
3 (268) Serious No important ~ Direct  Imprecision  Unlikely 4.77 0 20 more/1,000 20 ++, low
limitations  inconsistency -1° (0.23t097.96) less to 50 more
(1)
Hospital stay (d):
5 (446) Serious No important Direct Imprecision  Unlikely - 19.17 days -1.45(-3.28100.38); ++, low
limitations  inconsistency -1° favours pylorus
-1) preservation
Delayed gastric emptying:
5 (442) Serious Unexplained Direct Imprecision  Unlikely 1.52 25.5% 110 more/1,000; 80 +,
limitations  heterogeneity (19 (0.74 to 3.14) less to 290 more very low

-1 -n?

?Unclear allocation concealment in all studies, patients blinded in OHIZ one study, outcome assessors not blinded in any study, >20% loss to follow-up
in three studies, not analysed using intention to treat in one study. "Relative risks (95% confidence intervals) are based on random effect models.
9Confidence interval (Cl) includes possible benefit from both surgical approaches. *1*=72.6%, p=0.006.

Adapted from the article of Guyatt et al. BMJ 2008;336:995-8 [2].
See Appendix 2 (complete translate in Korean).
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No with event/
No who had procedure

Study or subcategory Pylorus Standard Relative risk Weight Relative risk
preservation  whipple (random) (95% Cl) (%) (random) (95% Cl)
Nasogastric diet >7 or 8 days
or diet as tolerated >10 days
Bloechie 1999 8/23 2/21 D — 13.98 3.65 (0.87 to 15.29)
Paquet 1998 4/19 3/21 - 14.75 1.47 (0.38 to 5.75)
Subtotal 42 42 <l 28.73 2.27 (0.85 to 6.09)

Test for heterogeneity: =0.82, df=1, p=0.36, I’=0%
Test for overall effect: z=1.63, p=0.010

Nasogastric diet >10 days

Lin 2005 15/29 3/29 —_— 17.66 5.00 (1.62 to 15.44)
Train 2004 19/87 18/83 —— 25.96 1.01 (0.57 to 1.78)
Subtotal 116 112 ——— 43.62 2.08 (0.43 to 10.20)

Test for heterogeneity: =637, df=1, p=0.1, =84.3%
Test for overall effect: z=0.91, p=0.37

Nasogastric drainage >500 ml/day for 5 days

Seiler 2005 20/64 30/66 —— 27.65 0.69 (0.44 to 1.08)
Subtotal 64 66 S 4 27.65 0.69 (0.44 to 1.08)
Test for heterogeneity: not applicable
Test for overall effect: z=1.63, p=0.10
Total (95% CI) 222 220 ? 100.00 1.52 (0.74 to 3.14)
Test for heterogeneity: ’=14.60, di=4, p=0.006, ’=72.6% T ; T )

Test for overall effect: z=1.14, p=0.25 0.01 0.1 1 10 100
Favours pylorus Favours standard
preservation Whipple procedure

Fig. 2. Effect on delayed gastric emptying of pylorus preserving pancreaticoduodenectomy compared with standard Whipple procedure for pancreatic
adenocarcinoma. Cl: confidence interval. Adapted from the article of Guyatt et al. BMJ 2008;336:995-8 [2].

Table 3. Quality of evidence is weaker if comparisons in trials are indirect

Question of interest Source of indirectness

Relative effectiveness of alendronate and Indirect comparison: randomized trials have compared alendronate with placebo and
risedronate in osteoporosis risedronate with placebo, but trials comparing alendronate with risedronate are unavailable

Oseltamivir for prophylaxis of avian flu caused by Differences in population: randomised trials of oseltamivir are available for seasonal
influenza A (H5N1) virus influenza, but not for avian flu

Sigmoidoscopic screening for prevention of Differences in intervention: randomized trials of faecal occult blood screening provide
mortality from colon cancer indirect evidence, bearing on potential effectiveness of sigmoidoscopy

Choice of drug for schizophrenia Differences in comparator: series of trials comparing newer generation neuroleptic agents

with fixed doses of haloperidol 20 mg provide indirect evidence of how newer agents would
compare with lower, flexible doses of haloperidol that clinicians typically use
Rosiglitazone for prevention of diabetic Differences in outcome: randomized trial shows delay in development of biochemical
complications in patients at high risk of diabetes diabetes with rosiglitazone but was underpowered to tackle diabetic complications

Adapted from the article of Guyatt et al. BMJ 2008;336:995-8 [2].
See Appendix 3 (complete translate in Korean).
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Appendix 1. ZAFFS 2431 24
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e 33}37]7} & # (large magnitude of effect)
o W T} S
e oF-uk-$- #7 (dose-response gradient)

A Z e 2715 @& ¥ (plausible confounding, which would reduce a demonstrated effect)
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FHHH):
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